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Objectives: To assess the program outcomes of Michigan (MI) newborn screening Figure 2: Flow diagram of current M| a|gorithm Figure 2: Flow diagram SCID Case #2 Timeline
from the first year using a duplex quantitative real time PCR (qPCR) assay for T- of current Ml algorithm: Table 1: Summary of Nine True Positive Cases from Ml Born by C-section at 33 weeks gestation.

cell receptor excision circles (TREC) and beta actin for SCID and other primary ‘ owertezc snres | MiNSHowchart o eoring Five algorithm changes Day 1- Newborn Screen: Strong positive for SCID, TREC undetectable.
immune deficiency disorders. Ineonclusie. were implemented as Day 3- Chromosome microarray and karyotype: normal

Methodology: All MI newborns were screfened _beglnnlng 10/1/2011. Prior to Crecor ) more experience with s Day 7- Flow cytometry showed low T cells (CD3+ of 65 (5%), CD4+ of 39
gPCR analysis, an automated DNA extraction with a 3 mm punch from a dried Gede s3ands — this laboratory- [ i e | mere | e | o [Rmeor| (3%), and CD8+ of 0), normal B cell and NK cell counts. Concern for T-
blood spot (DBS) was performed for sample preparation. Follow-up of very low i NG T developed method was N S Y T T T T D e /B+INK+ SCID vs. DiGeorge syndrome.

TREC values, “strong positive” results, was coordinated by one center with ((homar ) Days 10 to 15-Transferred to Children’s Hospital of Michigan for further

evaluation and care. Initial evaluation by genetics, immunology, and bone
marrow transplant teams.

Patient was discharged home with breast milk and isolation precautions.
Day 30- Bactrim prophylaxis, monthly IV immunoglobulin, Azithromycin
started.

Day 60- HLA typing showed no identical matched related or matched
unrelated donors.

Duke Uni ity (Dr Buckley) contacted for further evaluation and
consideration for T-cell depleted haploidentical transplant.

referrals to three specialty centers. Three algorithm changes were implemented as
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more experience with this laboratory-developed method was obtained to reduce TrecaN_ ® the NICU. Initial cutoffs
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the number of referrals. e were very conservative
Results: Over 111,000 infants had initial screens tested for SCID; 0.34% had to avoid false negatives I I N N S A : e e e -
“abnormal” (inconclusive, borderline, or strong positive) results. Approximately and to get a better

70% of the infants with abnormal results were in Neonatal ICU. A majority of these understanding of the
“abnormal” samples resolved by either a normal repeat TREC test on a new DBS p nosfes PCP on secondary T cell P 2 R NP IR (i I e R I I Y T I -
or flow cytometry testing. There were no classic cases of SCID discovered in this oo and 51D covdnasr lymphopenia cases
period. There were 9 cases of Syndromes with T cell impairment (e.g., detected. Algorithm

Borderine

DiGeorge/22q11.2 deletion syndrome; CHARGE with DiGeorge, T-B+ NK+); 11 another DBS Rtwidveriiad changes are available in I O S I P P I I Genetic testing showed compound heterozygote for mutations in RMRP gene
cases of secondary T cell} lymphopenia other than pr_eterm _alone (_e.g., cardiac . ;mw‘ﬂéggﬂsmn a handout. Follow-up of (r.153_a>g and r.231 9>u). . . .
surgery/thymectomy; malignancy); and 3 cases of idiopathic/transient lymphopenia. NBs lan borderline positive and R R e e e e el Rt B B The diagnosis of Cartilage Hair Hypoplasia Syndrome and associated
Conclusions: A summary of the 1st year of SCID screening} inMI yvill be reported. 1 inconclusive results is combined immunodeficiency requiring ietic stem cell transplant was
Use of a borderline positive category with cutoffs based on birth weight reduced the Resuts coordinated by NBS made..
number of immediate referrals. The incidence of significant T cell lymphopenia is N — epidemiology group. Table 2: Overall Summary of MI Results October 1, 2011 through Day 90— Matched unrelated donor found and preparing for reduced intensity
estimated at 1:4,800. Additional algorithm and method changes to reduce the == onosine Follow-up of strong March 20, 2013 hematopoietic stem cell transplant.
number of false positive cases are in progress and will be reported. Clinical follow- b . il e, O rowtrmbay il positive results is Frotal #of
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Figure 1: Overall Summary of Ml method for TREC analysis i R I Al et e | REGE lymphopenia is 1 in 4,392.
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